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, and similar to that observed in the X-ray structure of DraG-ADP-ribose complex (Berthold et al, 2009 ). (B) Sigma-A weighted 2Fo-Fc electron density maps (contoured at 1.0 V for the four C6orf130-ADP-ribose complexes in the crystallographic asymmetric unit. For Molecule D, geometry of the K84 covalent adduct is most consistent for the 2cc-ketoamine (species "1"). A second co-crystallized ADP-ribose derived species arising during the three-month crystal growth (MW=528.12 Da, species "2") is apparent for MolA. Molecules B and C, have been modeled with mixed occupancy of species 1 and 2. Molecules A and B additionally are modified by covalent adducts to symmetry related histidine or ethylene glycol on the distal ribose sugars. The nature of these later linkages is uncertain, but the electron density is consistent with a boron bridge, suggesting they arose from contaminating borate in ADP-ribose, crystallization reagents or protein samples.
Supplementary Figure 6.
Proposed reaction mechanism for the hydrolysis of a terminal ADP-ribose from PARP. A single ADP-ribose is attached to a glutamate side chain of PARP (red). When the PARP side chain is linked to the 1cc-hydroxyl, the Asp-Lys side chains of C6orf130 displace the PARP glutamate, forming a Schiffbase intermediate, which is resolved by water-mediated hydrolysis. Acyl migration (Kasamatsu et al, 2011 , Sauve et al, 2001 ) of the PARP side chain may facilitate 2cc or 3cc-ADP-ribose linkages. In this case, C6orf130/TARG1 D125A forms adduct without releasing the PARP side chain.
Supplementary Figure 7.
Purification of human C6orf130 proteins. Wild-type and mutant proteins were purified as His 6 -tagged proteins by affinity chromatography.
Clinical presentation:
Onset and course of the disease 4-6 months after the birth, progressive, expiring by age 10- 
